Running Title: Altered Wnt signaling and CL/P in Esrp1 KO mice (32 characters)
INTRODUCTION
7 the mesenchyme adjacent to epithelial cells also indicated that gene expression alterations in Esrp1 -/-193 epithelial cells induced changes in signaling crosstalk from epithelium to mesenchyme. To further 194 investigate the molecular mechanisms that lead to CL/P in Esrp1 -/mice, we performed RNA-Seq using These observations are also in line with previous studies by our group (Zhang et al., 2006) . We also confirmed this 227 splicing switch by RT-PCR, which showed a switch from nearly complete splicing of the epithelial- 
237
We also investigated changes in total transcript levels in Esrp1 ablated epithelial cells, as well as in 238 adjacent mesenchyme. In epithelial cells we identified 167 downregulated genes and 546 upregulated 239 genes (Table S3 ). Among the downregulated genes we noted six transcripts encoding canonical Wnt 240 ligands, Wnt3, Wnt3a, Wnt4, Wnt7b, Wnt9b, and Wnt10b, each of which were downregulated 241 approximately 2-fold, of which several were validated by RT-qPCR ( Fig. 5A ). Furthermore, we also 242 noted downregulation of Wls, which is required for Wnt secretion. Consistent with these observations, for 243 genes downregulated in Esrp1 KO ectoderm, Wnt signaling pathway was the most enriched gene 244 ontology (GO) term for biological process and was also enriched by KEGG pathway analysis ( Fig. 5B ).
245
We also noted an increase in both Aldh1a2 and Aldh1a3, which generate retinoic acid and have been 
250
we identified larger changes in gene expression in mesenchyme of Esrp1 KO mice than in ectoderm, with 251 3048 upregulated genes and 2396 downregulated genes using the same filtering criteria (Table S3 ). In 252 addition we also identified genes that were differentially expressed in wild-type ectoderm compared to 253 wild-type mesenchyme, which included numerous known epithelia and mesenchymal markers in addition 254 to those indicated in Fig. 4A (Table S5 ). While Wnt signaling was not among the most enriched GO 255 terms or pathways for genes downregulated in Esrp1 -/mesenchyme compared to wild-type mesenchyme, Table S3 ). We noted Table S5 . Complete data file of differences in total gene expression using EdgeR between wild-type 732 ectoderm and wild-type mesenchyme. The same filtering criteria were used as in the legend for Table S3 733 and separate tabs indicate genes that show greater expression in ectoderm or mesenchyme. 
